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HHerpes simplex virus type 1 (HSV-1) is known 
to cause symptoms commonly called "cold 
sores." HSV-1 is usually a benign viral infection, 
with many people having no symptoms at all. 
Infection occurs from close contact, such as 
kissing; in countries of high socioecominc status, 
40 to 60 percent of the population have acquired 
the infection by the age of 70 years.1 Recurrence 
of cold sore symptoms typically occurs 2 to 
3 times a year, with most attacks occurring 
within the � rst year of symptoms.2 According 
to the literature, HSV-1 reactivation following 
dermal � ller injection is rare. A case series of 138 
patients in six centers in the United States found 
that two patients (1.45%) developed herpes-
like infections within two weeks of dermal � ller 
treatment.3

In a 500-patient study, postoperative 
infection with HSV-1 was seen in 7.4 percent of 
patients postablative laser procedure, regardless 
of prior history.4 Prophylaxis is recommended 
with or without a history of HSV-1 for 
patients undergoing ablative laser resurfacing 
procedures.5 Further data related to cosmetic 
procedures and HSV-1 reactivation are needed.

This guideline focuses on the diagnosis, 

risk assessment, and management strategies 
to reduce risk of HSV-1 occurrence following 
cosmetic procedures and optimize outcomes. 

CLASSIFICATION
HSV-1 is a member of the Herpesviridae 

family (order Herpesvirales), and part of the 
Baltimore Class 1 group, which are characterized 
by an icosahedral capsid enclosed in a glycolipid 
envelope. Other members of this family include 
varicella zoster virus (VZV), Epstein-Barr virus 
(EBV), cytomegalovirus (CMV), and human 
herpes virus 6, 7, and 8 (HHV 6, 7, and 8).2 The 
common presentations of these viruses are 
described in Table 1. 

PATHOPHYSIOLOGY
HSV-1 infection in healthy adults is, for the 

most part, benign and self-limiting, causing 
infection of the lips, cheeks, or nose.

The virus is transmitted via personal contact 
with an individual who is actively shedding 
the virus and a seronegative individual. The 
virus must come into contact with the mucosal 
surface or skin abrasion. Viral replication occurs 
locally in the mucosa of the mouth with an 
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incubation period ranging from 2 to 12 days. 
The capsid undergoes retrograde travel through 
the nerve to the trigeminal ganglion (for oral 
lesions) where latency is established. Triggering 
factors associated with recurrence include 
physical trauma, ultra-violet radiation, fatigue, 
extremes of temperature, mouth or lip trauma, 
and dental or surgical procedures.6

Reactivation can be provoked by direct 
trauma with a needle during an aesthetic 
procedure, tissue manipulation, dermal 
injury, and/or an in� ammatory reaction. Viral 
reactivation tends to occur in the treated area 
but can occur in neighboring areas; the most 
common sites are the perioral area and the 
nasolabial folds.7 The pattern of reactivation and 
subsequent eruption depend upon the causative 
virus. 

MINIMIZING THE RISKS
It is important to document a detailed 

medical history of all patients prior to 
dermal � ller procedures, including current 
medications that the patient is taking. 
Patients who are immunocompromised or on 
immunosuppressant treatment should undergo 
an individual risk assessment prior to having any 
procedure with dermal � llers.  Patients should 
be screened for a history of previous herpetic 
outbreaks, including cold-sores (HSV-1). 

Patients should be asked speci� cally if they 
have ever had a cold sore, and, if there is a 
positive history, a more detailed assessment 
should follow, such as 1) location of the lesions, 
2) frequency and duration of symptoms, 3) 
known trigger factors, 4) prodromal symptoms, 
5) whether they have been provoked by 
previous procedures, 6) whether they have used 
any antiviral medications and their success/
lack of success, and 7) complications that may 

have arisen as a result (including post-herpetic 
neuralgia, cranial or peripheral nerve palsies, 
encephalitis, myelitis, visual loss)8

If the patient reports a history of herpes 
infections, an examination of the lips for early 
presentation or recently healing lesions is 
recommended. Treatment should be delayed 
until infection has run its course and the skin 
is fully healed.  If the patient has prodromal 
symptoms, an active lesion, or is likely to be 
exposed to triggers within two weeks, aesthetic 
procedures should be delayed until risk factors 
are minimized and symptoms have completely 
resolved.9 Risk of post-herpetic neuralgia 
(pain persisting 120 days after disease onset) 
increases with patient age, and it has been 
estimated that 13 to 40 percent of patients over 
the age of 60 years will have post-herpetic 
neuralgia six months after their outbreak.8 A 
lower threshold for the use of prophylaxis and 
prompt treatment of an outbreak for these 
patients is recommended.

Refer to dermal � ller manufacturer 
training guidelines for speci� c cautions and 
contraindications related to HSV-1.

DIAGNOSIS 
Cold sores. Diagnosis of cold sores is 

based on clinical history and presentation 
alone. Lesions can be preceded by prodromal 
symptoms, which might include fever, 
general malaise, sore throat, and cervical and 

submandibular lymphadenopathy, particularly 
in primary (rather than recurrent) infections.10  

Symptoms signaling the onset of the lesions 
within 6 to 48 hours include pain, burning, 
tingling, itching, and altered sensation. 

Herpetic lesions. Herpetic lesions 
appear initially as thin-walled, intra-epidermal 
vesicles that eventually burst, crust, and then 
heal. They are typically circular ulcerations 
covered by a yellowish � lm with surrounding 
erythema. There is often some weeping 
from the ulcerations. In otherwise healthy 
individuals, the recurrence of symptoms is 
usually mild and self-limiting, typically healing 
in 5 to 7 days without scarring.

DIFFERENTIAL DIAGNOSIS
The appearance of a herpetic outbreak 

can sometimes be confused with a bacterial 
infection, such as impetigo, so ensuring the 
correct diagnosis is essential to treat the 
complication e� ectively. When a blistering 
reaction occurs outside of the areas typical 
of herpes eruptions or in a high-risk area for 
vascular occlusion, vascular compromise should 
be excluded. The timing and history of the 
presentation is important; following a vascular 
occlusion,  subsequent tissue ischemia and the 
progression of symptoms will include delayed 
capillary re� ll and reticulation, as distinct from 
the symptoms of a herpetic infection.11

Other conditions that can present with 

TABLE 1. Types of virus and associated clinical 
features

VIRUS CLINICAL FEATURES
HSV-1 Cold sores, mouth ulcers, genital sores

HSV-2 Genital sores, mouth ulcers

VZV Chicken pox, shingles

EBV Glandular fever

CMV Fever and hepatitis

HHV 6 Roseola infantum in children

HHV 7 Exanthema subitem in children

HHV 8 Kaposi sarcoma (in HIV patients)

TABLE 2. Di� erential diagnosis and associated key clinical features.

DIFFERENTIAL 
DIAGNOSIS

KEY CLINICAL FEATURES

Traumatic lesion/ ischaemic 
changes due to vascular 
occlusion 

Evidence of burns, recent history of trauma, poor capillary re� ll time, skin discolouration. 
(See CMAC guidelines for vascular occlusion)

Aphthous ulcers Presence of a halo and a yellow/grey central � oor. 

Chicken pox Disseminated vesicles throughout the body, general malaise, systemically unwell.

Shingles Unilateral vesicles that stop at the midpoint of the body/face, which often involve the 
ophthalmic branch of the trigeminal nerve.

Bechet syndrome Rare vasculitis syndrome that can a� ect large, middle, and small blood vessels. They 
characterised by oral ulcers, genital ulcers, and uveitis. Symptoms often onset at age 25 
to 35 years. 
Presence of skin lesion, such as erythema nodosum.

Steven-Johnson syndrome History of recent new medication. 
Prodrome of cough, fever, headache, and arthralgia.
Systemically unwell.
Erythema multiforme like skin lesions.

HIV, in� ammatory bowel 
disease 

Manifest similar to HSV and aphthous ulcers and should be considered if no response to 
acyclovir or resolution of symptoms after seven days.
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similar symptoms include traumatic lesions 
(mechanical, thermal, or chemical), aphthous 
ulcers, chicken pox, shingles, syphilis, Bechet 
syndrome, Stevens-Johnson syndrome, 
human immunode� ciency virus (HIV), and 
in� ammatory bowel disease (Table 2). 

TREATMENT OF ACTIVE 
INFECTION

Routine treatment for healthy individuals 
with mild-to-moderate recurrent episodes of 
HSV-1 is not recommended.Most episodes of 
herpes labialis are self-limiting, the evidence 
on the bene� ts of oral antivirals is limited, 
and oral treatment needs to be initiated at the 
onset of prodromal symptoms (which might be 
challenging to do). This is relying on patients 
reporting symptoms in a timely fashion, prompt 
access to prescribed antivirals, and patient 
adherence to treatment.

Antiviral drugs inhibit viral replication. These 
guanine nucleoside analogues are converted 
into their active drug component within an 
infected cell by the action of viral thymidine 
kinase. Most viral replication occurs within the 
� rst 24 hours of infection. Prompt treatment 
(at prodromal stage, prior to lesions erupting) 
is recommended to limit epithelial damage and 
possible secondary complications. 

Oral agents available in the United Kingdom 
and the United States include aciclovir and 
valaciclovir. In the United States, valociclovir is 
more readily available (covered by the majority 
of insurance providers). Valaciclovir is a prodrug 
of acyclovir and has greater bioavailability 
and absorption, but it is more expensive. Oral 
acyclovir is a safe drug with a minimal side 
e� ect pro� le and does not require monitoring. 
While side e� ects can occur, they are rare.  
For further information on contraindications, 
cautions, drug interactions, and adverse e� ects, 
see the electronic Medicines Compendium or 
the British National Formulary.12,

Resistance to aciclovir is very rare in 
immunocompetent people. If symptoms 
worsen or do not improve signi� cantly in 5 to 
7 days, then an alternative diagnosis should 
be considered. Patients should be referred for 
medical review and investigation of systemic 
causes of ulcers, such as HIV, in� ammatory 
bowel disease, Bechet, complex apthosis, and 
systemic lupus erythematosus (SLE). Oral 
antivirals taken early (before the lesion appears) 
in a recurrent episode might be more e� ective 

than a placebo at reducing symptom duration 
and healing time. Treatment is not a cure and 
will only prevent lesions if administered at 
the prodromal stage. Once the lesions have 
appeared, symptoms might be lessened in 
duration by one day.13 

Indications for treatment with oral antiviral 
medicines include healthy individuals with 
any of the following: an episode of primary 
oral herpes simplex infection; recurrent 
herpes labialis; severe, frequent, or persistent 
lesions; and/or recurrent gingivostomatitis 
(rare), depending on clinical judgement. In 
immunocompromised individuals with an 
episode of primary or recurrent oral herpes 
simplex infection, use of oral antiviral 
medications should be based on best clinical 
judgement.

When an oral antiviral drug is indicated, 
clinicians should advise their patients to take 
the medication from the time of onset of 
prodromal symptoms, before vesicles appear, 
if possible, until lesions have healed, for a 
minimum of � ve days.

When a patient reports a cold sore eruption 
following a low-risk procedure, clinicians 
should educate patients on management of 
symptoms and prevention of spread and further 
reinfection and should continue to monitor and 
document the eruption until resolved. Patients 
might present with concurrent or subsequent 
superimposed bacterial infection with impetigo 
surrounding crusted lesions. Bacterial infections 
are often responsible for symptoms worsening 
rather than failure of antiviral treatment, 
and following clinical assessment antibiotics 
should be considered. (Please refer to the 
CMAC guidelines on Management of Acute Skin 
Infections.) 

TREATMENT OF HSV-1
In immunocompetent patients with moderate 

symptoms, such as painful swallowing, multiple 
lesions, and buccal mucosa/pharyngeal 
lesions, 200mg Aciclovir PO � ve times a day 
is recommended. In immunocompromised 
patients or those with poor absorption, 400mg 
Aciclovir PO � ve times a day is recommended. 
PROPHYLAXIS 

Clinical decision making and risk assessment 
should consider the patient-speci� c history 
and assessment.  While there is no de� nitive 
evidence base on the actual risk of reactivation 
following minimally invasive procedures or 

in the actual bene� t of prophylactic regimes, 
CMAC advocates anti-HSV prophylaxis for 
patients who have previously had a herpetic 
outbreak following an aesthetic procedure,,14

when the procedure breaches the integrity of 
the skin, such as medical needling, chemical 
peels, dermabrasion and microdermabrasion, 
dermal � ller injections to the lips or nasal 
labial folds, and routinely for CO2 laser 
resurfacing procedures. Please note that 
immunocompromised/immunosuppressed 
patients should be treated with caution.

ACICLOVIR 
400MG 
(TWICE A 
DAY) 

To commence two days before 
treatment and to continue for seven 
days

If previous history of failure on aciclovir 
prophylaxis (with good adherence) or deemed 
to be high risk of reactivation including 
immunosuppression: 

VALACICLO-
VIR 500MG 
(ONCE A 
DAY)

For two days before and to continue 
for seven days. 

There are no randomized controlled trials to 
indicate optimum time to commence episodic 
prophylaxis. Based on a review of the literature, 
a reasonable protocol would not be before two 
days prior to treatment and no later than the 
day of treatment and continue for � ve days, or 
until skin (post procedure) has healed.

Oral antivirals do not prevent progression 
of latent infection. If the patient su� ers 
a recurrence despite prophylaxis, revert 
to treatment of active infection protocol. 
Provide self-help advice on the management 
of symptoms and the prevention of 
autoinoculation and transmission to others. 

FOLLOW-UP
All patients presenting with a herpetic 

eruption postprocedure should be supported to 
manage their condition, as per patient advice 
sheet, and carefully monitored. Photographs 
should be taken to objectively assess over time. 
Refer to primary care for further investigation, 
if symptoms do not improve after seven 
days or if they worsen.The patient should be 
o� ered appropriate prophylactic treatment for 
subsequent treatments in the future.
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Identifying and communicating potential 
risks with the patient as part of the assessment 
and consent process, good record keeping, and 
good follow-up and support all play their part 
in preventing a complication from becoming a 
complaint.  
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